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Physiologic melatonin concentration, omega -3 fatty acids , 
and conjugated linoleic acid inhibit fatty acid transport 
in rodent hind limb skeletal muscle in vivo. 
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Melatonin (MLT) , the circadian neurohormone secreted by the pineal gland 
in mammals during darkness, eicosapentanoic acid (EPA) , and conjugated 
linoleic acid (CLA) have established regulatory roles in cancer growth. 
Investigations in our laboratory have indicated that these agents inhibit 
fatty acid (FA) transport by tumors and several sub-types of white adipose 
tissue via inhibitory G protein-coupled 

receptor mechanisms. Skeletal muscle constitutes over 45% of 
human body mass and plays an important role in cancer cachexia and 
obesity-related diseases. Since fatty acid oxidation is a major source of 
energy for this tissue, we tested the hypothesis that physiologic MLT 
levels, EPA, or CLA injected intravenously, inhibit FA uptake in rat 
skeletal muscle in vivo. We used a surgical technique for catheterizing 
the femoral vein in rats that allows rapid blood collection from the 
entire hind limb, while ensuring continuous blood flow to the tissue. 
Blood acid/gas tensions and hematocrit were monitored and remained 
constant during the course of each experiment. The MLT, EPA, and CLA 
inhibited FA uptake by the tissue and lowered cAMP values. Glucose uptake 
and glycerol production in the hind limb were not aff ected . These 
investigations suggest a novel role for MLT, omega-3 FAs, and CLA in the 
regulation of FA transport and fat metabolism in 
skeletal muscle. 
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AB The gastrointestinal hormone, gastric inhibitory polypeptide (GIP) , is 
synthesized and released from the duodenum and proximal jejunum 
postprandially . Its release depends upon several factors including meal 
content and pre-existing health status (ie. obesity, diabetes, age, etc.). 
It was initially discovered and named for its gastric acid inhibitory 
properties. However, its more physiologically relevant role appears to be 
as an insulinotropic agent with a stimulatory effect on insulin release 
and synthesis. Accordingly, it was later renamed glucose -dependent 
insulinotropic polypeptide because its action on insulin release depends 
upon an increase in circulating levels of glucose. GIP is considered to 
be one of the principle incretin factors of the enteroinsular axis. The 
GIP receptor is a G-protein-coupled 

receptor belonging to the family of secretin/VIP receptors. GIP 
receptor mRNA is widely distributed in peripheral organs, including the 
pancreas, gut, adipose tissue, heart, adrenal cortex, and brain, 
suggesting it may have other functions in addition to the ones mentioned 
above. An overactive enteroinsular axis has been suggested to play a role 
in the pathogenesis of diabetes and obesity. In addition to stimulating 
insulin release, GIP has been shown to amplify the effect of insulin on 
target tissues. In adipose tissue, GIP has been reported to (1) stimulate 
fatty acid synthesis, (2) enhance insulin-stimulated incorporation of 
fatty acids into triglycerides, (3) increase insulin receptor affinity, 
and (4) increase sensitivity of insulin-stimulated glucose transport. In 
addition, although controversial, lipolytic properties of GIP have been 
proposed. The mechanism of action of GIP-induced effects on adipocytes is 
unknown, and it is unclear whether these effects of GIP on adipocytes are 
direct or indirect. However, there is now evidence that GIP receptors are 
expressed on adipocytes and that these receptors respond to GIP 
stimulation. Given the location of its release and the timing of its 
release, GIP is an ideal anabolic agent and expanding our understanding of 
its physiology will be needed to determine its exact role in the etiology 
of diabetes mellitus and obesity. 
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AB A review, with 94 refs. The gastrointestinal hormone, gastric inhibitory 
polypeptide (GIP) , is synthesized and released from the duodenum and 
proximal jejunum postprandially. Its release depends upon several factors 
including meal content and pre-existing health status (ie. obesity, 
diabetes, age, etc.). It was initially discovered and named for its 
gastric acid inhibitory properties. However, its more physiol. relevant 
role appears to be as an insulinotropic agent with a stimulatory effect on 
insulin release and synthesis. Accordingly, it was later renamed 
glucose-dependent insulinotropic polypeptide because its action on insulin 



release depends upon an increase in circulating levels of glucose. GIP is 
considered to be one of the principle incretin factors of the 
enteroinsular axis. The GIP receptor is a G-protein- 
coupled receptor belonging to the family of secretin/VIP 

receptors. GIP receptor mRNA is widely distributed in peripheral organs, 
including the pancreas, gut, adipose tissue, heart, adrenal cortex, and 
brain, suggesting it may have other functions in addn. to the ones 
mentioned above. An overactive enteroinsular axis has been suggested to 
play a role in the pathogenesis of diabetes and obesity. In addn. to 
stimulating insulin release, GIP has been shown to amplify the effect of 
insulin on target tissues. In adipose tissue, GIP has been reported to 
(1) stimulate fatty acid synthesis, (2) enhance insulin-stimulated 
incorporation of fatty acids into triglycerides, (3) increase insulin 
receptor affinity, and (4) increase sensitivity of insulin-stimulated 
glucose transport. In addn., although controversial, lipolytic properties 
of GIP have been proposed. The mechanism of action of GIP- induced effects 
on adipocytes is unknown, and it is unclear whether these effects of GIP 
on adipocytes are direct or indirect. However, there is now evidence that 
GIP receptors are expressed on adipocytes and that these receptors respond 
to GIP stimulation. Given the location of its release and the timing of 
its release, GIP is an ideal anabolic agent and expanding our 
understanding of its physiol . will be needed to det . its exact role in the 
etiol. of diabetes mellitus and obesity. 
REFERENCE COUNT: 95 THERE ARE 95 CITED REFERENCES AVAILABLE - FOR THIS 



RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



-> log y 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
13 .85 



TOTAL 
SESSION 
14.06 



FULL ESTIMATED COST 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
-0 .75 



TOTAL 
SESSION 
-0.75 



CA SUBSCRIBER PRICE 



STN INTERNATIONAL LOGOFF AT 13:52:58 ON 22 FEB 2006 



Record Display Form 



Page 1 of 2 



First Hit Previous Doc Next Doc Go to Doc# 

End of Result Set 



□ 



Generate Collection 



[Ml 



L4: Entry 2 of 2 



File: DWPI 



May 26, 2005 



DERWENT-ACC-NO: 2005-403353 
DERWENT-WEEK: 200541 

COPYRIGHT 2006 DERWENT INFORMATION LTD 



TITLE: Identification of a compound for treating a disorder in fat metabolism, 
comprises contacting a compound with a cell, and determining a G-protein 
stimulatory subunit expression level or activity in the cell 



INVENTOR: LEE, Y 



PATENT-ASSIGNEE: 

ASSIGNEE 

ACAD SINICA 



CODE 
SININ 



PRIORITY-DATA: 2002US-0211423 (August 2, 2002), 2004US-0981237 (November 4, 2004) 



Search Selected 



Search ALL 



Clear 



PATENT -FAMILY: 
PUB-NO 

□ US 20050112668 Al 



PUB-DATE 
May 26, 2005 



LANGUAGE PAGES MAIN- I PC 

006 C12Q001/68 



AP PL I CAT I ON - DATA : 
PUB-NO 

US20050112668A1 
US20050112668A1 



APPL-DATE 
August 2, 2002 
November 4, 2004 



APPL-NO 

2002US-0211423 

2004US-0981237 



DESCRIPTOR 
Div ex 



INT-CL (IPC): A61 K 48/00; C12 Q 1/68 



RELATED-ACC-NO: 2004-156251 



ABSTRACTED-PUB-NO: US20050112668A 
BASIC-ABSTRACT: 

NOVELTY - Identification of a compound for treating a disorder in fat metabolism, 
comprises contacting a compound with a cell, and determining a G-protein 
stimulatory subunit (Gsa) expression level or activity in the cell, where the Gsa 
expression level or activity in the presence of the compound, if different from 
that in the absence of the compound, indicates that the compound is a candidate for 
treating a disorder in fat metabolism . 

USE - The invention deals with the identification of a compound for treating a 
disorder in fat metabolism. 
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of proteins. The protein complexes are useful in screening assays for 



identifying compounds effective in modulating the protein complexes, and 
in treating and/or preventing diseases and disorders associated with the 
protein complexes and/or their constituent interacting members. 
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sequences involved in fat metabolism regulation and 

the use of these sequences as targets for the diagnosis, treatment, and 
prevention of obesity and obesity-related diseases. In addition, the 
invention relates to screening methods for identifying 
modulators of body fat metabolism and the 

development of treatments for obesity and obesity-related diseases. 
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AB The present invention provides G-Protein Coupled Receptor 

polypeptides and nucleic acid molecules encoding the same 
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The invention 



also provides selective binding agents, vectors, host cells, and methods 



for producing GPCR polypeptides. The invention further provides 
pharmaceutical compositions and methods for the diagnosis, treatment, 
amelioration, and/or prevention of diseases, disorders, and conditions 
associated with GPCR polypeptides. 
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